Figure 1 



GPI 1046 protects ganglion cells against degeneration due to 1 hour of retinal ischemia 
Florogold labelled retinal ganglion cells in wholemount, 28 days after ischmic episode 
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Labelled retinal ganglion cells in the 
Normal central retina 




B. 1 hour of retinal ischemia produces 
extensive loss of ganglion cells 
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B. Administration of GPI 1046 1 hour before retinal ischemia 
and for 4 days subsequently produces significant protection of vulnerable retinal ganglion cells 
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GPI 1046 administration for 28 days 
provides only moderate protection of 
axotomized retinal ganglion cells 




Florogold labelled RGCs 90 days following transection, 
Treatment with vehicle alone for 1 st 28 days 



Florogold labelled RGCs 90 days following transection, 
Treatment with GPI 1046 for 1 st 28 days 
Treatment with vehicle alone for 1 st 28 days 



Figure 

GPI 1046 prevents axonal degeneration in the proximal stump of the optic nerve 
RT97 neurofilament immunohistochemistry, 
optic nerve cross sections, 90 days after complete transection 





C. optic nerve 90 days after transection, D. optic nerve 90 days after transection, 

GPI 1046 treatment days 1-28 GPI 1046 treatment days 1-14 



Figure 5 

GPI 1046 administration for 28 days provides only moderate protection 

of axotomized retinal ganglion cells 

Florogold labelled retinal ganglion cells 90 days following transection 





vehicle administered for 1 st 28 days GPI 1046 administered for 1 st 28 days 

GPI 1046 administration for 28 days preserves optic nerve axons 
of surviving retinal ganglion cells 

RT 97 neurofilament immunohistochemistry 90days after transection 





vehicle administered for 1 st 28 days GPI 1046 administered for 1 st 28 days 
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Figure 6 



Preservation of myelin in the proximal stump of the optic nerve 90 days after transection 
14 vs 28 days treatment with GPI 1046 lOmg/kg s.c. 





NormaI( sham) Optic nerve 



90 days after optic nerve transection, vehicle treated 





90 days after optic nerve transection, 14 days GPI 1046 



90 days after optic nerve transection, 28 days GPI 1046 



myelin basic protein immunohistochemistry (SMI-94), 20X 



Figure 7 

FKBP-12 immunohistochemistry labels oligodendroglia and axons in the normal optic nerve 



Figure 8 



GPI 1046 treatment prevents myelin degeneration 
in the distal stump of the optic nerve 
Myelin basic protein immunohistochemistry 90 days after transection 




C. Distal optic nerve stump D. Distal optic nerve stump 

90 days after complete transection 90 days after complete transection 

GPI 1046 administered 1-14 days GPI 1046 administered 1-28 days 
after transection after transection 
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Figure 9 

GPI 1046 decreases neovascularization and prevents neuronal loss 
in the inner retinal in the Streptozotocin model of diabetic retinopathy 

A. Normal 
retina 
Cross section 

Cresyl violet 
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Ganglion cell 
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B. retina from 
Streptozotocin 
/vehicle case 
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C. Retina from 



Streptozotocin 
/GPI 1046 case 



This Page is Inserted by IFW Indexing and Scanning 
Operations and is not part of the Official Record 



Defective images within this document are accurate representations of the original 
documents submitted by the applicant. 

Defects in the images include but are not limited to the items checked: 

□ BLACK BORDERS 

□ IMAGE CUT OFF AT TOP, BOTTOM OR SIDES 



□ BLURRED OR ILLEGIBLE TEXT OR DRAWING 

□ SKEWED/SLANTED IMAGES 

□ COLOR OR BLACK AND WHITE PHOTOGRAPHS 

□ GRAY SCALE DOCUMENTS 

□ LINES OR MARKS ON ORIGINAL DOCUMENT 

□ REFERENCE(S) OR EXHIBIT(S) SUBMITTED ARE POOR QUALITY 

□ OTHER: 

IMAGES ARE BEST AVAILABLE COPY. 
As rescanning these documents will not correct the image 
problems checked, please do not report these problems to 
the IFW Image Problem Mailbox. 



BEST AVAILABLE IMAGES 




ADED TEXT OR DRAWING 



